INTRODUCTION
carried out in parallel for 10 7 generation with sampling every 10,000 generations.
Convergence among independent runs was assessed by checking that the standard deviation 152 of split frequencies was below 0.01 at the end of the runs (which was the case for each run).
153
Maximum clade credibility trees were obtained from posterior distribution of trees with
154
TreeAnnotator v1.6.1 included in the BEAST software package (8).
155
Epidemiological/transmission clusters were inferred using the phyloPart program
156
(31), with a patristic distance threshold that would maximize the number of clusters and 157
would not be higher that the 25 th percentile of the overall patristic distance distribution (see control sequences is given in Table S3 in the supplemental material). However, it is 236 difficult to draw firm (or any) conclusions from this finding because of the ascertainment 237 bias due to the overrepresentation of US sequences in the databases.
158

238
The Phylopart analyses of the ML tree identified five statistically supported included only six non-Central American sequences (four from US and two from Canada).
247
There were four additional smaller sequence clusters that also fulfilled our criteria for Nicaraguan sequences (Fig. 1 ). In the ML tree rooted with subtype D sequences ( Fig. 1 clades that did not meet our criteria for significant support (see Methods).
266
The fact that a single well-supported clade included the 62% of the Central American 267 sequences suggests that a single introduction was responsible for a majority of the current Table S4 in the supplemental material). Moreover,
294
under the relaxed molecular clock, the coefficient of variation 95% highest posterior 295 density (95%HPD) intervals did not include the value zero using either a constant (Table 2) .
307
The TMRCA median estimates for Central American clade I was 1966, while clades II-IV 308 estimates ranged from 1971 to 1976 (Table 2 and Fig. 1 ). However, 95% highest posterior 309 density (95%HPD) intervals were rather large, possibly due to the strong star-like signal in 310 the pol alignments (see Table S5 in the supplemental material), and placed the origin of the 311 five Central American clades between the mid-1950s and the mid-1980s ( 
360
We found evidence of TDR in 7.5% of the 417 treatment naïve patients from the six
361
Central American countries, which is a moderate level according to WHO criteria (26). therapy is provided as combination therapy through national treatment programs.
367
Some limitations of our study should be mentioned. First, we cannot exclude the 
583
Trees from four additional data sets with randomly selected sequences are given in Fig. S2 584 in the supplemental material. on September 23, 2017 by guest
